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WHAT IS CLAIMED IS:

1. A compound of Formula I, or a pharmaceutically acceptable salt thereof: / -

5
10
i5
26
The g shed lines in Formula I represent one optional double bond between 2
adjacent carbon g#bms;
/DlisN or CRZ:
25 D2 is N or CR3:

D3 is N or CR4;

R2,R3, and R4 are each independently H, -C1-C5 alkyl, -OC1-C5 alkyl, -C2-C5
allgnyl, -0C-Cs alkenyl, -C2-C5 alkynyl, -0C2-Cs alkynyl, -OH, halogen, -CN, -NR6R7,
ACOIRS, -C(OYNROR?, or -SOJNRSR7 , wherein -C1-Cs alkyl, -OC1-Cs5 alkyl, -C3-Cs alkenyl,
-OC7-Cs5 alkenyl, -C2-C5 alkynyl, and -OC2-C3 alkyny! are optionally substituted with 1-7
halogens;
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Each RS is independently -C1-Cs alkyl, '-OC1-C5 alkyl, -C2-Cs alkenyl, ~OCp-Cs
alkenyl, -C2-C5 alkynyl, -OC2-C5 alkynyl, -OH, halogen, -CN, -NR6R7, -CO2R8, —C(O)NR5R7
or -SOPNR6R7, wherein -C1-C5 alkyl, -OC1-Cs alkyl, -C2-Cs alkenyl, -OC2-Cs alkenyl, -Cg¢
Cs alkynyl, and ~OC2-C5 alkynyl are optionally substituted with 1-7 halogens;

- Al s phenyl, HET(1}, or C3-Cg cycloalkyl optionally having 1-2 doublnds,
wherein Al is optionally substituted with one substituent group Z and is optionally bstituted
with 1-3 groups which are each independently -C1-Cs alkyl, -OC1-Cs alkyl, -C2-£'5 alkenyl,
-0C2-C5 alkenyl, -C2-C5 alkynyl, -OC2-C5 alkynyl, halogen, -OH, or -CN, w -C1-Cs
alkyl, -OC1-Cs alkyl, -Co-Cs alkenyl, -OC3-C5 alkenyl, -Cp-C5 alkynyl 5 alkynyl
are optionally substituted with 1-7 halogens; '

Each HET(1) is a 5~ or 6-membered heterocyclic ring
groups which are each independently -N-, -NH-, -S-, -O-, -8(0)-, o
one group -C(=0)-, and op’aonally having 1-3 double bonds;

Z is A3, -C1-Caalkylene-CO2R8, -C1-C3alky¥ne-C(O)NRSR?, -C1-Cjalkylene-
SONRSR7, -CO2RS8, -C(O)NROR7, -SO7NROR7, or »3a‘lkylene-HET(2), wherein
-C1-Caalkylene in all uses is optionally substituted with 1-7 halogens, and HET(2) is optionally
substituted with 1-3 substituents which are - tly -C1-3alkyl optionally substituted with
1-5 halogens, -0C1-3alkyl optionally substituted Avith 1-5 halogens, halogen or NRgR7;

A3 is phenyl, C3-Cg cycloalkyl, 6ptionally having 1-2 double bonds, or HET(1),
wherein A3 is optionally substituted with groups which are each independently -C1-C35 alkyl,
-0C1-Cs alkyl, -C2-Cs alkenyl, —OCz—lkenyI, -C2-C5 alkynyl, -OC2-C5 alkynyl, halogen,
-OH, or -CN, wherein -C1-C5 alkyl, 58C1-C5 alkyl, -C2-C5 alkenyl, -OC2-C5 alkenyl, -Co-C5
alkynyl, and -OC2-C5 alkynyl - substituted with 1-7 halogens; and A3 is optionally
substituted with one group . HET(2), -C1-4 alkylene-CO2RS,
-C1-4alkylene-C(O)NROR7 £C1-Caalkylene-SOINRER7, -CO2RS, -C(ONRSR7, or
-SO7PNR6R7, wherein -( -Cyalkylene in all uses is optionally substituted with 1-7 halogens;

and wherein HET(2) igf ptionally substituted with -3 groups which are each independently

halogen, -C1-5alky} Optionally substituted with 1-7 halogens, -OC1.5alkyl optionally substituted
with 1-7 halogep ¢ or NROR7:
/HET(2) is a 5-6 membered heterocyclic ring having 1-3 heteroatom groups which

, 1-4 heteroatom
07 -S(0)2-, optionally having

are each pendently N, NH, O, or 5, optionally having one group -C(=0)-, and optionally
having £ "3 double bonds;

AZ is phenyl or HET(1), wherein A2 is optionally substituted with 1-3 substituent
4.--{ which are each independently -C1-C5 alkyl, -OCj-Cs alkyl, -C2-Cs alkenyl, -OC2-C5

//alkenyl, -C2-Csalkynyl, -OC2-Csalkynyl, halogen, -CN, -OH, or C3-geycloalkyl, wherein -Ci-

Cs alkyl, -OC1-C5 alkyl, -C2-Cs alkenyl, -OC2-Cs5 alkenyl, -Co-Csalkynyl, and -0Cp-C5
alkynyl are optionally substituted with 1-7 halogens, and C3.gcycloalkyl is optionally substituted
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with 1-3 substituents which are each independently halogen, -C1-C3 alkyl, or -OC{-C3 alkyl,
wherein-C1-C3 alkyl and-OC1-C3 alkyl are each optionally substituted with 1-7 halogens angy/

a is 0 or an integer from 1-3.

2. The compound of Claim 1, or a pharmaceutically acceptable salt the

wherein R1 is -C1-Cs alkyl, -OC1-Cs alkyl, halogen, -NR6R7, HET(3), or C3.6
cycloalky! optionally baving 1-2 double bonds, wherein -C1-Cs alkyl and -OC1-&Z5 alkyl are
optionally substituted with 1-7 halogens, and wherein HET(3) and C3.6 cyclo Ayl optionally
having 1-2 double bonds are optionally substituted with 1-3 substituent gr #bs which are each
mdependcnﬂy halogen, CH3, CF3, OCH3, or OCF3; ¢

At least one of D1, D2, or D3 is CR2, CR3, or CR4;_

R2, R3, and R4 are each independently H, -C1-Cs glcyl, -OC1-C5 alkyl, or
halogen, wherein -C1-Cj alkyl and -OC1-C5 alkyl are optionally /substituted with 1-7 halogens;

" EachR5 is independently -C1-Cs alkyl, -OC1A4 ' 5 alkyl, or halogen, wherein -C1-
Cs alkyl and -OC]-C5 alkyl are optionally substituted with/1-7 halogens; |

Alis phenyl HET(1), or C3-Cg cycloa g optionally having 1-2 double bonds,
wherein Al is optionally substituted with one substjflient group Z and is optionally substituted
with 1-3 groups which are each independently ha _. bgen, -OH, -CN, -C1.5alkyl optionally
substituted with 1-7 halogens, or -OC1-35alkyl #ptionally substituted with 1-7 halogens;

A3 is phenyl, C3-Cg cycloallyl optionally having 1-2 double bonds, or HET(1),
wherein A3 is optionally substituted wi n -3 groups which are each independently -C1-C5 alkyl
optionally substituted with 1-7 -0C1-C5 alkyl optionally substituted with 1-7 halogens,
-OH, or halogen, and is optionally with one group which is HET(2), -C1.2 alkylene-
CO2R8, -C1-2alkylene-C(O)}! ’7' 7, -C1-Coalkylene-SONROR7, -CO2RS8, -C(O)NRSR7, or
-SO7NROR7, wherein -C1- is optionally substituted with 1-3 halogens; and wherein
HET(2) is optionally subsi futed with 1-3 groups which are each independently halogen, -Cj.
5alkyl optionally subsed with 1-7 halogcns-,- -0C]-5alky] optionally substituted with 1-7
halogens, or NR6R7y and

A phenyl or HET(1), wherein AZ is optionally substituted with 1-3 substituent
groups which g#¢ each independently Cj.5alkyl optionally substituted with 1-7 halogens,
-0C1-5alkyl tionally substituted with 1-7 halogens, halogen, -OH, -CN, or C3.gcycloalkyl
optlonall /substituted with 1-3 substituents Wmch are each mdcpendenﬂy halogen, CF3, CH3,
-OCF ‘or -OCH3.

3. The compound of Claim 2, or a pharmaceutically acceptable salt thereof
wherein R1 is CH3, CF3, -OCH3, -OCF3, halogen, or -NR6R7;
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R6 and R7 are each independently H or -C1-C3 alkyl:
RZ, R3, and R4 are each independently H, C1.3alkyl, CF3, -OC].3alkyl,
or halogen; /

Each RS is mdependently CH3, CF3, -OCH3, -OCF3, or halogen; _

Al is phenyl, HET(1), or C3-Cg cycloalkyl optionally having 1-2 doub bonds
wherein Al is optionally substituted with one substituent group Z and is optionally 8 ubs’tlmted
with 1-3 groups which are each independently -C1-3alkyl optionally substituted wth 1-5
halogens, -0OC].3alkyl optionally substituted with 1-5 halogens, halogen, -OLF, or ~CN;

Each HET(1) is a 5- or 6-membered heterocyclic ring havi » -3 heteroatom
groups which are each mdependentiy -N-, -NH-, =S-, or -O-, opnonally Yaving one group
-C( =()~, and optionally having 1- 3 double bonds;

Zis A3, «(CH2)1-3-CO2RS, -(CH2)1-3-C(O)NRSBA, (CH2)1-3 SOPNROR7,
-CO2R8, -C(O)NRSR, -SO2NROR7, or -(CH2)1-3-HET(2), wherein HET(2) is optionally
substituted with 1-3 substituents which are mdependenﬂy —C -3a1ky1 optxonally substituted with
1-5 halogens, -OC1.3alkyl optionally substitited with 1-)/halogens, halogen or NRgR7;

R8 is H or -Ci-3alkyl optionally substitgfed with 1-3 halogens;

A3 is phenyl, C3-Cg cycloalkyl opti s having 1-2 double bonds, or HET(1),
wherein A3 is optionally substituted with 1-3 . s which are each independently CH3, CF3,
-OCH3, -OCF3, -OH, or halogen, and is r Iy substituted with one group which is HET(2),
-{CH2)1.2-CO7R8, -(CH2)1-2-C(O)NR5R~(CH2)1-2~SOQ_NR6R7, -CO2R8, -C(OINROR, or
-SO2NR6ER7, and HET(2) is optionally dbstituted with 1-3 groups which are each independently
CHg, CF3, -OCH3, -OCF3, halogen, g NR6RT:

: A2 is pheny! or HE] (1), wherein A2 is substituted with 1-3 substituent groups
whlch are each independently C} {3, CF3, -OCH3, -OCF3, halogen, -CN, -OH, or C3.
4eycloalkyl optionally subsu fed with 1-3 substituents which are each independently halogen,
CF3, CH3, -OCF3, or -OCH3; and

ais 0 -,11: 2.

4, e compound of Claim 3 having Formula Ia, or a pharmaceutically
acceptable saltghereof:
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wherein the dashed line inthe ring in Formula Ia is an op =6 double bond.

- 5. The compound of Claim 4, or a pharmaceuticall; cceptable salt thereof:
e - wherein Rl is CH3, CF3, -OCH3, -OCF3, F, CL &r -NR6R7;

D! is N or CR2, wherein R2is H, -C1.3alkyl, ¥, or Cl;

D2 is N or CR3, wherein R3 is H, -C1.3alky { F,or Cl;

D3 is N or CR#4, wherein R4 is H, -C1-3gfkyl, F, or CL; |

At least one of D1, D2, or D3 is CR2 R3, or CR4:

RS is H or CH3; ) '

Al is phenyl, pyridyl, pyraziny pyridazinyl, pyrazolyl, imidazolyl,
isoxazolyl, thiazolyl, oxadiazolyl, thiadiazol oxazolyl, pyrrolyl, thienyl, furyl, cyclopropyl,
cyclobutyl, cyclohexyl, cyclohexenyl, cy {opentyl, or cyclopentenyl, wherein Al is optionally
substituted with 1-3 groups which arg£ach independently F, Cl, -OCH3, -OCF3, -C1-3alkyl,

-CN, or CF3, and optionally one hstituent group Z;

Zis A3, -CH2CH , ~CH2CH2C(O)NROR7, -CH2CH2SO2NRORT, or
-CHpCH2-HET(2), wherem A T(2) is optionally substituted with 1-2 substituent groups Whlch
are each independently C}#3, CF3, -OCH3,-OCF3, halogen, or NR6R7;

R8is Hér -CH3;

HE is a S-membered heterocyclic ring having 1-3 heteroatom groups which
are each indepe N, NH, O, or 8, optionally having one group -C(=0), and optionally
having 1-3 dgdble bonds;

__ " A3 is phenyl, cyclopropyl, cyclobutyl, cyclohexyl, cyclohexenyl, cyclopentyl,
cyclopedtenyl, or HET(1), wherein HET(1) is pyridinyl, pyrazinyl, pyrimidinyl, pyridazinyl,
pyIa o imidazolyl, isoxazolyl, thiazolyl, oxadiazolyl, thiadiazolyl, oxazolyl, pyrrolyl, thienyl,

#yl, or a 5-6-membered heterocyclic ring having 1-2 heteroatom groups which are

dependenﬁy -N-, -NH- or -O-, and optionally one -C(=0)- group, wherein A3 is optionally

substituted with 1-2 groups which are each independently CH3, CF3, ~-OCH3_-OCF3, -OH, or
halogen, and is optionally substituted with 1 group which is -CO2R8, -C(O)NROR7,
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-SO2NRSR7, or HET(2), wherein HET(2) is optionally substituted with 1-2 substituent groups
which are each independently CH3, CF3, -OCH3; -OCF3, balogen, or NROR7;

AZ is phenyl or HET(1) wherein A2 is substituted with 1-3 substituent groups
which are each independently CF3, CH3, F, Cl, -CN, or cyclopropyl; and

aisOorl,

6. The compound of claim 5, or a pharmaceutically acceptable salfthereof:

wherein the dashed line in the ring in Formula Ia is an optional gbuble bond when
x1is 0

“wherein R! is CF3, F, or -N(CH3)3;

Dlis N or CR2, wherein RZ is H or Cy_3alkyl;

D2 is N or CR3, wherein R3 is H or CH3;

D3 is N or CR4, wherein R4 is H or CH3; _

Al is phenyl, pyridyl, thienyl, furyl, cyclohexghyl, or cyclopentenyl, wherein Al
is optionally substituted with 1-3 groups which are each ipdependently F, Cl, -OCH3, isopropyl,
-CN, -CH3, or CF3, and optionally one substituent gropp Z; :

Zis A3, -CHpCHaCO2R8, -CHaCHZ(5-0x0-4,5-dihydro-1,3,4-oxadiazol-2-y1),
or ~CH2CH2-(5-amino-1,3,4-oxadiazol-2-yl);

R8is H or -CH3;

A3 is phenyl, cyclobutyl, cyglopentyl, cyclohexyl, or HET(1), wherein HET(1) is
pyridinyl, 6-oxopiperidinyl, 2-oxo-1,3-gazolidinyl, 2-0x0-1,3-0xazinanyl, or 5-oxopyrrolidinyl,
wherein A3 is optionally substituted yith 1-2 groups -CH3, -OCH3, or -OH, and is optionally
substituted with 1 group -(5-0x0-4/5-dihydro-1,3,4-oxadiazol-2-y1), -—(5—aminb—1,3,4-oxadiazol~2—
y1), or -CO2R in which R is H g -CH3; Co

A2 is phenyl/which is substituted with 1-2 substituent groups which are each
independently CF3, CH3/¥, or Ci; and

ais 0.

The compound of Claim 6, or a pharmaceutically acceptable salt thereof,
having the sffucture below:

Ex. 1 Ex.2
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Ex.3 | _ i Ex. 4

CFy

CF.
8 FaC

Ex. 5. Ex 6

Ex. 7/ Ex. 8
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Ex. 9 Ex. 10
Ex. 11 Ex. 12
Ex.13 " Bx14 . o
Ex. 15 Ex. 16
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Ex. 17 Ex. 18

Ex.19 Ex.20

Ex. 22 ’

Ex. 21

Ex. Ex, 24
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,ﬁ';a.si

Cl

Cl

Ex. 25 Ex.26. |
Ex.27 Ex.28
Bx.29 Ex.30
/
Ex.J32 -

Ci
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Ex.33 Ex.34
Ex.35 Ex.36
Ex.37 Ex.38
Ex, Ex.40
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Ex.41 Ex.42

Ex.43 Ex.44
Ex.45 : Ex.
Ex.47 Ex.48
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Ex.57

Ex.59

Ex.61

Ex.63

Ex.
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Ex.67

Ex.69

Ex.71

Ex.73

Ex.75
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Ex.77

Ex.79

Ex.81

Ex .83

8. A pharmaceutical composition comprising the compound of Claim 1 or a
/ pharmaceutically acceptable salt thereof, and a pharmaceutically acceptable carrier.
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9. A method of treating atherosclerosis in a patient in need of treatment ‘
comprising the administration of a therapeutically effective amount of the compound of Cia,lm
to said patient, or a pharmaceutically acceptable salt thereof. A

10. A method of raising HDL-C in a patient in need of treatment co sing
the-administration of a therapeutically effective amount of the compound of Claim 1 4 »" said
patient, or a pharmaceutically acceptable salt thereof. g

11. A method of lowering LDL~C in a patient in need of tgéatment comprising
the administration of a therapeutically effective amount of the campound AF Claim 1 to said
patient, or a pharmaceutically acceptable salt thereof.

12. A method of treatjng’ dyslipidemia in a nt in need of freatment
comprising the aduumstratzon ofa therapeuﬁcaﬂy effective ap ount of the compound of Claim 1
to said patlent ora pharmaceutically acceptable salt there

13.  The use of the compound of a lora pharmaéeuticaﬁy acceptable salt

thereof for the manufacture of a medicament for th € treatment of atherosclerosis.

14.  The compound of ! or a pharmaceutically acceptable salt thereof for

use in the treatment of atherosclerosis. /

15. A pharmtical composition comprising the compound of Claim 1 ora
pharmaceutically acceptablet thereof, a pharmaceutically acceptable carrier, and one or more

active ingredients selected 4rom the group consisting oft

(i) HMj #-CoA reductase inhibitors:
(ii) Hle acid sequestrants;
niacin and related compounds;
PPARg agonists; -
{(v) cholesterol absorption inhibitors;
(vi) acyl CoA:cholesterol acyltransferase (ACAT) inhibitors;
(vii) phenolic anti~oxidants;
(viii) microsomal triglyceride transfer protein (MTP)/ApoB secretion inhibitors;
(ix) anti-oxidant vitamins;
(x) thyromimetics;
(xi) LDL (low density lipoprotein) receptor inducers;
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(xii) platelet aggregation inhibitors;
(xiii) vitamin B12 (also known as cyanocobalamin);
(xiv) folic acid or a pharmaceutically acceptable salt or ester thereof;
(xv) FXR and LXR ligands;
5 (xvi) agents that enhance ABCA1 gene expression,;
(xvii) ileal bile acid transporters; and

(xviil) niacin receptor agonists.
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1. A compound of Formula [,
3 Al
1’D\
le\DQ/ .
N\? (R5)a
o//\

I

e Py
X
B
|
\

or a pharmaceutically acceptable salt thereof,

wherein R1 is H, -C1-C3 alkyl, -OC1-C5 alkyl, -C3-C5 alkenyl, -OC2-C5
alkenyl, -C2-C5 alkynyl, -OC2-Cs alkynyl, -OH, halogen, -CN, -NROR7, -CO2RE, -
C(O)NROR7, -S02NRORT, HET(3), or C3.6 cycloalkyl optionally having 1-2 double bonds,
wherein -C1-C5 alkyl, -OC1-C5 alkyl, —Cg-C_é alkenyl, -OC2-C5 alkenyl, -C-C5 alkynyl, and
-QC2-C5 alkynyl are each optionally substituted with 1-7 halogens, and wherein HET(3) and
C3.6 cycloalkyl optionally having 1-2 double bonds are optionally substituted with 1-3 )
substituent groups which are each independently halogen, -C1-C3 alkyl, -OC1-C3 alkyl, -Cp-
C3 alkenyl, -OC2-C3 alkenyl, -C2-C3 alkynyl, or -OC»2-C3 alkynyl, wherein -C1-C3 alkyl, -
0OC1-C3 alkyl, -C2-Cj3 alkenyl, -OC2-C3 alkenyl, -C2-C3alkynyl, and -OC2-C3 alkynyl are
each optionally substituted with 1-7 halogens;

R6 and R7 are each independently H or -C1-C5 alkyl;

R8 is H or -C1-5alkyl optionally substituted with 1-7 halogens;

HET(3) is a 3-6 membered heterocyclic ring having 1-3 heteroatom groups
which are each independently N, NH, O, S, S(O}, or S{O)2 and optionally having 1-3 double

bonds;
%180 or 1;

The dashed lines in Formula [ represent one optional double bond between 2

adjacent carbon atoms;

D1lisNor CR2;

D2 is N or CR3;

D3 is N or CR%;

R2, R3, and R4 are each independently H, -C1-C5 alkyl, -OC1-C5 alkyl, -Co-
Cs alkenyl, -OC2-Cs alkenyl, -C2-C5 alkynyl, -OC2-Cs alkynyl, -OH, halogen, -CN,
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-NROR7, -CO2R8E, -C{OYNROR7, or -SOINROR 7, wherein -C1-C5 alkyl, ~0C1-Cs alkyl, -
C2-Cs alkenyl, -OC2-Cs alkenyl, -C2-C5 alkynyl, and -OC2-C5 alkynyl are optionally
substituted with 1-7 halogens;

Each R3 is independently -C1-Cs alkyl, -OC1-C5 alkyl, -C2-C5 alkenyl, -OC3-
Cs alkenyl, -C2-Cs alkynyl, -OC2-C5 alkynyl, -OH, halogen, -CN, -NROR7, -CO2RS, -
C{O)NROR7, or -SOPNROR 7, wherein -C1-C5 alkyl, -OC1-C5 alkyl, -C2-C5 alkenyl, -OCo-
Cs5 alkenyl, -C2-C5 alkynyl, and -OC2-C5 alkynyl are optionally substituted with 1-7
halogens;

Al is phenyl, HET(1), or C3-Cg cycloalkyl optionally having 1-2 double
bonds, wherein Al is optionally substituted with one substituent group Z and is optionally
substituted with 1-3 groups which are each independently -C1-C3 altkyl, -OC1-C5 alkyl, -Co-
C5 alkenyl, -OC2-Cs alkenyl, -C2-Cs alkynyl, -OC2-C5 alkynyl, halogen, -OH, or -CN,
wherein -C1-Cs5 alkyl, -OC1-Cs alkyl, -C2-C5 alkenyl, ~-OCp-C5 alkenyl, -C2-Cs alkyﬁ_yl, and
-OC2-Cs alkynyl are optionally substituted with 1-7 halogens;

Each HET(1) is a 5- or 6-membered heterocyclic ring having 1-4 heteroatom
groups which are each independently -N-, -NH-, -S-, -0-, -S(0O)-, or -3(Q)3-, optionally
having one group -C{=0)-, and optionally having 1-3 double bonds;

Zis A3, -C1-Czalkylene-CO2R8, -C1-C3alkylene-C(OYNROR7, -C1-
C3alkylene-SOoNROR7, -CO2RE, -C(OYNROR7, -SO2NROR7, or -C1-C3zalkylene-HET(2),
wherein -C1-Cialkylene in all uses is optionally substituted with 1-7 halogens, and HET(2)
is optionally substituted with 1-3 substituents which are independently -C1.3alkyl optionally
substituted with 1-5 halogens, -OC1_3alkyl optionally substituted with 1-5 halogens, halogen
or NRgR7;

A3 is phenyl, C3-Cg cycloalky! optionally having 1-2 double bonds, or
HET(1), wherein A3 is optionally substituted with 1-3 groups which are each independently
-C1-C5 alkyl, -OC-Cs alkyl, -C2-C5 alkenyl, -OC2-Cs5 alkenyl, -C2-Cs alkynyl, -OC2-C34
alkynyl, halogen, -OH, or -CN, wherein -C1-C5 alkyl, -OC1-C5 alkyl, -Cp-Cs alkenyl, -OCo-
Cs alkenyl, -C2-Cs alkynyl, and -OC2-C5 alkynyl are optionally substituted with 1-7
halogens; and A3 is optionally substituted with one group which is HET(2), -C1.4 alkylene-
CO2R8, -C1-galkylene-C(O)NROR7, ~C1-Cyalkylene-SOPNROR7, -CO2RSE, -C(O)NRERT,
or -SO2NROR7, wherein -C1-Cgalkylene in all uses is optionally substituted with 1-7
halogens; and wherein HET(2) is optionally substituted with 1-3 groups which are each
independently halogen, -Cj.5alkyl optionally substituted with 1-7 halogens, -OC1.5alkyl
optionally substituted with 1-7 halogens, or NROR7;
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HET(2) is a 5-6 membered heterocyclic ring having 1-3 heteroatom groups
which are each independently N, NH, O, or S, optionally having one group -C(=Q)-, and
optionally having 1-3 double bonds;

A2 is phenyl or HET(1), wherein A2 is optionally substituted with 1-3
substituent groups which are each independently -C1-C35 alkyl, -OC1-Cs alkyl, -C2-C5
alkenyl, -OC2-Cjs alkenyl, -Co-Csalkynyl, -OCo-Csalkynyl, halogen, -CN, -OH, or C3.
peycloalkyl, wherein -C1-Cjs alkyl, -OC3-Cs alkyl, ~-Co-Cs alkenyl, ~-OC2-Cs5 alkenyl, -Co-
Csalkynvl, and ~-OC»-C35 alkynyl are optionally substituted with 1-7 halogens, and C3.
geyeloalkyl 1s optionally substituted with 1-3 substituents which are each independently
halogen, -C1-C3 alkyl, or -OC1-C3 alkyl, wherein-C1-C3 alkyl and-QC1-C3 alkyl are each
optionally substituted with 1-7 halogens; and

a 1s 0 or an integer from 1-3.

2. The compound of Claim 1, or a pharmaceutically acceptable salt thereof:

wherein R1 is -C1-C5 alkyl, -OC1-C5alkyl, halogen, -NROR7, HET(3), or
C3.6 cycloalkyl optionally having 1-2 double bonds, wherein -C1-C5 alkyl and -OC1-Cs
alky! are optionally substituted with 1-7 halogens, and wherein HET(3) and C3.¢ cycloalkyl
optionally having 1-2 double bonds are optionally substituted with 1-3 substituent groups
which are each independently halogen, CH3, CF3, OCH3, or OCF3;

At least one of DL, D2, or D3 is CRZ, CR3, or CR4;

R2, R3, and R4 are each independently H, -C1-C5 alkyl, -OC1-Cs alkyl, or
halogen, wherein -C1-C5 alkyl and -OC1-C35 alkyl are optionally substituted with 1-7
halogens;

Each RY is independently -C1-C5 alkyl, -OC1-C5 alkyl, or halogen, wherein -
C1~Cs alkyl and -OC1-C5 alkyl are optionally substituted with 1-7 halogens;

Al is phenyl, HET(1), or C3-Cg cycloalkyl optionally having 1-2 double

bonds, wherein Al is optionally substituted with one substituent group Z and is optionally
substituted with 1-3 groups which are each independently halogen, -OH, -CN, -C1.5alkyi

optionally substituted with 1-7 halogens, or -OCj.5alkyl optionally substituted with 1-7
halogens;
A3 is phenyl, C3-Cg cycloalkyl optionally having 1-2 double bonds, or

HET(1), wherein A3 is optionally substituted with 1-3 groups which are each independently -
C1-Cs alkyl optionally substituted with 1-7 halogens, -OC1-C5 alkyl optionally substituted

with 1-7 halogens, -OH, or halogen, and is optionally substituted with one group which is
HET(2), -C1.7 alkylene-CO2R8, -C1-2alkylene-C(O)NRORY, -C1-Cralkylene-SOINROR T,
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-CO7R8, -C(O)NROR7 or -SO7»NROR7, wherein -Cj-Coalkylene is optionally substituted

with 1-3 halogens; and wherein HET(2) is optionally substituted with 1-3 groups which are
each independently halogen, -C1_salkyl-optionally substituted with 1-7 halogens, -OCj.

salkyl optionally substituted with 1-7 halogens, or NROR7; and

A2 is phenyl or HET(1), wherein A2 is optionally substituted with 1-3

substituent groups which are each independently C1_salkyl optionally substituted with 1.7

halogens, -OC1-5alkyl optionally substituted with 1-7 halogens, halogen, -OH, -CN, or C3.
seycloalkyl optionally substituted with 1-3 substituents which are each independently
halogen, CF3, CH3z, ~-OCF3, or -OCH3.

3. The compound of Claim 2, or a phanﬁaceutically acceptable salt thereof:
wherein R} is CH3, CF3, -OCH3z, -OCF3, halogen, or -NROR7;
R6 and R7 are each independently H or -C;-C3 alkyl;

R2, R3, and R4 are each independently H, C1-3alkyl, CF3, -OC1.3alkyl, |
-OCF3, or halogen;

Each RS is independently CH3, CF3, -OCH3, -OCF3, or halogen;

Al is phenyl, HET(1), or C3-Cg cycloalkyl optionally having 1-2 double
bonds, wherein Al is optionally substituted with one substituent group Z and is optionally
substituted with 1-3 groups which are each independently -C1.3alkyl optionally substituted
with 1-5 halogens, -OCj.3alkyl optionally substituted with 1-3 halogens, halogen, -OH, or
-CN;

Each HET(1) 1s a 5- or 6-membered heterocyclic ring having 1-3 heteroatom
groups which are each independently -N-, -NH-, -S-, or -O-, optionally having one group
-C(=Q0}-, and optionally having 1-3 double bonds;

7 is A3, -(CH2)1-3-COR8, (CH2)1.3-C(ONROR7, -(CH?)1.3-SO2NR6R 7,
-CO2R8, -C(OYNR6R7, -8OINRER7, or -(CH7}1-3-HET(2), wherein HET(2) is optionally
substituted with 1-3 substituents which are independently -C1_3alkyl optionally substituted
with 1-5 halogens, -OC1.3alkyl optionally substituted with 1-5 halogens, halogen or NRgR7;

R8 is H or ~C1-3alkyl optionally substituted with 1-3 halogens;

A3 is phenyl, C3-Cg cycloalkyl optionally having 1-2 double bonds, or

HET(1), wherein A3 is optionally substituted with 1-3 groups which are each independently
CH3, CF3, -OCH3, -OCF3, -OH, or halogen, and 1s optionally substituted with one group

which is HET(2), -(CH2)1.2-CO2R8, (CH2)12-C(OINROR7, «(CH2)1.2-SO2NROR7,
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-CO2R8, -C(OINRER7, or -SO2NROR7, and HET(2) is optionally substituted with 1-3
groups which are each independently CH3, CF3, -OCH3, -OCF3, halogen, or NRO6RT;

A2 is phenyl or HET(1), wherein A2 is substituted with 1-3 substituent groups
which are each independently CH3, CF3, -OCH3, -OCF3, halogen, -CN, -OH, or C3.

4cycloalkyl optionally substituted with 1-3 substituents which are each independently
halogen, CF3, CH3, -OCF3, or -OCH3: and

a1 (0, 1, or 2.

4. The compound of Claim 3 having Formula Ia,

3 Al

/[E -
R/ D%
N (Rs)a
O% A2
@]

or a pharmaceutically acceptable salt thereof,

wherein the dashed line in the ring in Formula Ia is an optional double bond.

5. The compound of Claim 4, or a pharmaceutically acceptable salt thereof:
wherein R1 is CH3, CF3, -OCHg3, -OCF3, F, CL, or -NROR7;

D1 is N or CR2, wherein R2 is H, -C1.3alkyl, F, or Cl;

D2 is N or CR3, wherein R3 is H, -C1_3alkyl, F, or CL;

D3 is N or CR4, wherein R4 is H, -Cy.3alkyl, F, or CI;

At least one of D1, D2, or D3 is CRZ, CR3, or CR4;

R5is H or CH3;

Al is phenyl, pyridyl, pyrazinyl, pyrimidinyl, pyridazinyl, pyrazolyl,
imidazolyl, isoxazolyl, thiazolyl, oxadiazolyl, thiadiazolyl, oxazolyl, pyrrolyl, thienyl, furyl,
cyclopropyl, cyclobutyl, eyclohexyl, cyclobexenyl, eyclopentyl, or eyclopentenyl, wherein Al
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is optionally substituted with 1-3 groups which are each independently F, Cl, -OCH3,
-OCF3, -C1-3alkyl, -CN, or CF3, and optionally one substituent group Z;

Z is A3, -CH2CH2CO2RSE, -CH2CHIC(OWNROR7, -CHyCH2SOONRORT,
or -CHzCH2-HET(2), wherein HET(2) is optionally substituted with 1-2 substituent groups
which are each independently CH3, CF3, -OCH3 -OCF3, halogen, or NR6R7;

R8is H or -CHz;

_ HET(2) is a 5-membered heterocyclic ring having 1-3 hetercatom groups
which are each independently N, NH, O, or §, optionally having one group ~-C(=0), and
optionally having 1-3 double bonds;

A3 is phenyl, cyclopropyl, cyclobutyl, cyclohexyl, cyclohexenyl, cyclopentyl,
cyclopentenyl, or HET(1), wherein HET(1) is pyridinyl, pyrazinyl, pyrimidinyl, pyridazinyl,
pyrazolyl, imidazolyl, isoxazolyl, thiazolyl, oxadiazolyl, thiadiazolyl, oxazolyl, pyrrolyl,
thienyl, furyl, or a 5-6-membered heterocyclic ring having 1-2 heteroatom groups which are
independently -N-, -NH- or -O-, and optionally one -C(=0)- group, wherein A3 is optionally
substituted with -2 groups which are each independently CH3, CF3, -OCH3, -OCF3, -OH,
or halogen, and is optionally substituted with 1 group which is -CO2RS8, -C(O)NR6R7,
-SO2NROR7, or HET(2), wherein HET(2) is optionally substituted with 1-2 substituent
groups which are each independently CH3, CF3, -OCH3. -OCF3, halogen, or NROR7:

A2 is phenyl or HET(1) wherein A2 is substituted with 1-3 substituent groups
which are each independently CE3, CH3, F, Cl, -CN, or cyclopropyl; and

ais Qorl.

6. The compound of claim 5, or a pharmaceutically acceptable salt thereof:

wherein the dashed line in the ring in Formula Ia is an optional double bond
when x is 0;

wherein R1 is CF3, F, or -N(CH3)7;

D! is N or CR2, wherein R2 is H or Cy_3alkyi;

D2 is N or CR3, wherein R3 is H or CH3:

D3 is N or CR4, wherein R4 is H or CH3;

Al is phenyl, pyridyl, thienyl, furyl, cyclohexenyl, or cyclopentenyl, wherein
Al is optionally substituted with 1-3 groups which are each independently F, Cl, -OCH3,
isopropyl, -CN, -CH3, or CF3, and optionally one substituent group Z;
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7.is A3, -CHpCH2CO2R8, -CH2 CH7-(5-0x0-4,5-dihydro-1,3,4-0xadiazol-2-
yi), or -CH2CH?2-(5-amine-1,3,4-oxadiazol-2-y1);

R8is H or -CH3;

A3 is phenyl, cyclobutyl, cyclopentyl, cyclohexyl, or HET(1), wherein HET(1)
is pyridinyl, 6-oxopiperidinyl, 2-0x0-1,3-0xazolidinyl, 2-0x0-1,3-oxazinanyl, or 5-
oxopyrrolidinyl, wherein A3 is optionaily substituted with 1-2 groups -CH3, -OCH3z, or -OH,

and is optionally substituted with 1 group ~(5-ox0-4,5-dihydro-1,3,4-0xadiazol-2-y1), ~(5-
amino-1,3,4-oxadiazol-2-v1), or -CO7R8;

A2 13 phenyl which is substltuted with 1-2 substituent groups which are each
mdependenﬂy CF3, CH3, F, or Cl; and

ais 0.

7. The compound of Claim 6 having the strocture below:
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Ex. 81 Ex. 82

Ex. 83

or a pharmaceutically acceptable salt thereof.

8. A pharmaceutical composition comprising a therapeutically effective
amount of the compound of Claim | or a pharmaceutically acceptable salt thereof, and a

pharmaceutically acceptable carrier.

9. Use of'the compound of Claim | or a pharmaceutically acceptable salt

thereof, in the manufacture of a medicament for the treatment of atherosclerosis.

10.  Use of the compound of Claim 1 or a pharmaceutically acceptable salt

thereof, in the manufacture of 2 medicament for raising HDL-C in a patient.

11. Use of the compound of Claim 1 or a pharmaceutically acceptable salt

thereof, in the manufacture of a medicament for lowering LDL-C in a patient.

12, Use of the compound of Claim [ or a pharmaceutically acceptable salt

thereof, in the manufacture of a medicament for the treatment of dyslipidemia.
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13. A pharmaceutical composition comprising the compound of Claim 1 or a

pharmaceutically acceptable salt thereof, a pharmaceutically acceptable carrier, and one or

more active ingredients selected from the group consisting of:

inhibitors;

(1) HMG-CoA reductase inhibitors;

(ii} bile acid sequestrants;

(1ii) niacin and related compounds;

(iv) PPAR« agonists;

(v) cholesterol absorption inhibitors;

(vi) acyl CoA:cholesterol acyltransferase (ACAT) inhibitors;
(vii) phenolic anti-oxidants;

(viii) microsomal triglyceride transfer protein (MTP)/ ApoB secretion

(ix) anti-oxidant vitamins;

(x) thyromimetics;

{xi) LDL (low density lipoprotein) receptor inducers;

{xii) platélet aggregation inhibitors;

(xiii) vitamin B12 (also known as cyanocobalamin);

{x1v) folic acid or a pharmaceutically acceptable salt or ester thereof,
{(xv} FXR and LXR ligands;

(xvi) agents that enhance ABCA1 gene expression;

(xvii) ileal bile acid transporters; and

(xviil) ntacin receptor agonists.

14. A compound having the structure below:

' Ex. 2 _ Ex. 3




Ex. 3 Ex. 7

Ex. 29 Ex. 45

Ex. 54 Ex. 56
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Ex. 63 or
Ex. 64

or 2 pharmaceutically acceptable salt thereof.

15. The compound of Claim 14, or a pharmaceutically acceptable salt thereof,

5 having the structure:

16. The compound of Claim 14, or a pharmaceutically acceptable salt thereof,

having the structure:

FaC

10

17.  The compound of Claim 14, or a pharmaceutically acceptable salt

thereof, having the structure:
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18. The compound of Claim 14, or a pharmaceutically acceptable salt thereof,

having the structure:

19. The compound of Claim 14, or a pharmaceutically acceptable salt thereof,

having the structure:

10

20. The compound of Claim 14, or a pharmaceutically acceptable salt thereof,

having the structure:
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21. The compound of Claim 14, or a pharmaceutically acceptable salt thereof,
having the structure:

5 22. The compound of Claim 14, or a pharmaceutically acceptable salt thereof,

having the structure:

W
Ow
N e F
F “H F
= O/L\O F

23. The compound of Claim 14, or a pharmaceutically acceptable salt thereof,
10 having the structure:

24, The compound of Claim 14, or a pharmaceutically acceptable salt thereof,
having the structure:




25. A compound having the structure below:

Ex. 2 Ex. 3
Ex. 5 Ex. 7
Ex. 29 Ex. 45
Ex. 54 | Ex. 56
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Ex. 63

or
Ex. 64

26. The compound of Claim 25 having the structure:

28. The compound of Claim 25 having the structure:
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31. The compound of Claim 25 having the structure:

32, The compound of Claim 25 having the structure:
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